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Significance: The use of macrocycles as antagonists in medicinal chemistry is a growing 
field. Typically, macrocycles are synthesized by using multistep peptide synthesis followed 
by additional functionalization reactions. Such methods are time-consuming and lack 
chemical diversity. In this work, the authors present an effective, general two-step reaction 
that can be used to construct a library of artificial macrocycles. 
Comment: The authors developed a simple, yet robust, two-step process towards complex 
macrocycles, based on the Ugi reaction. The broad scope of the reaction incorporates a 
wide variety of side chains (amino acids, sugars, non-natural) and loop sizes (8–19-
membered rings). The reaction is tolerant to side-chain functional groups, such as hydroxyl 
groups and esters. The library of 36 molecules synthesized represents a concrete starting 
point to artificial macrocycles. With increasing complexity of the ketones/aldehydes and 
isocyanides, this universal method could efficiently produce effective antagonists. 
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